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DETAILED ACTION 

Applicant's response of 16 October 2007 had been received and entered. 
Claims 1-5 and 15 have been amended, claims 6-14 and 16-17 have been canceled, 
and claims 18-25 have been added. Claims 15 and 24-25 are withdrawn as being 
directed to a non-elected invention. The election was made without traverse in the reply 
filed on 16 April 2007. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Any objection or rejection of record which is not expressly repeated in this action 
has been overcome by Applicant's response and withdrawn. 

Applicant's arguments filed 16 October 2007 have been fully considered but are 
not persuasive. 

Information Disclosure Statement 

Applicant's IDS's filed 16 October 2007, 13 November 2007 and 13 December 
2007 have been received and considered. 

Drawings 

The drawings were received on 16 October 2007. These drawings are 
acceptable. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1-5 and 18-23 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over the combination of Stacker et al. (J. Biol. Chem. 274(45): 32127-32136, 1999) 
and Joukovetal. (EMBO J. 16(13): 3898-3911, 1997). 

The instant claims are directed to a method of activating VEGF-D or VEGF-C by 
treating the VEGF molecule with a serine protease. Stacker et al. teach that VEGF-D is 
activated by proteolytic processing (see page 32135, Figure 8 and column 1, paragraph 
1 ). Stacker et al. do not teach the administration of a serine protease or plasmin for the 
activation of VEGF-D. 

Joukov et al. teach that VEGF-C is activated by proteolytic processing (see 
abstract) and that a key processing site is cleavage between Arg227 and Ser228. 
Joukov et al. also teach that plasmin cleaves high molecule weight VEGF froms. 
Joukov et al. do not teach the administration of plasmin (or other serine protease) for 
the activation of VEGF-C. 

It would have been prima facie obvious to one of ordinary skill in the art at the 
time the instant invention was made to contact the isolated VEGF-C or VEGF-D of 
Stacker et al. and Joukov et al. with plasmin in order to activate the VEGF molecules 
because plasmin is a natural protease which cleaves VEGF and there would be an 
expectation that plasmin would also be useful for cleaving VEGF-C and VEGF-D 
because of the structural similarities of the VEGF molecules. One would be motivated 
to use plasmin for this purpose because cleavage of the VEGF molecules activates 
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them for binding to the VEGF receptors. One would have a reasonable expectation of 
success in using plasmin for this purpose because plasmin cleaves VEGF, it is a 
protease known to cleave a number of different proteins and because VEGF-C and 
VEGF-D are part of the VEGF family and share common structural features with VEGF. 
Therefore, the invention as a whole would have been prima facie obvious at the time it 
was made, absent evidence to the contrary. 

Conclusion 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Christine J. Saoud whose telephone number is 571-272- 
0891 . The examiner can normally be reached on Monday-Friday, 6AM-2PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Manjunath Rao can be reached on 571-272-0939. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Christine J Saoud/ 

Primary Examiner, Art Unit 1647 



